
CORRESPONDENCE
Response to letter re: Benefit from maintenance
with PARP inhibitor in newly diagnosed ovarian
cancer according to BRCA1/2 mutation type and
site: a multicenter real-world study

Not all BRCA mutations are equal: functional context
and mutation type as co-determinants of PARP
inhibitor response

We would like to express our gratitude to Prof. Arif Hakan
Önder and Dr Mehmet Mutlu Çatlı for their interest and
appreciation of our analysis. As they noted, our study found
that in the BRCA1-mutated group, patients with mutations in
theRINGandBRCT functional domains (FDs) experiencedmore
significant benefits from poly (ADP-ribose) polymerase in-
hibitors (PARPis). In contrast, among BRCA2-mutated patients,
mutations in the RAD51-binding (BD) FD were associated with
a higher response to olaparib.1 It is important to emphasize
that our findings only partially align with those from other
similar studies.2-4 Interestingly, although our population, like
that of the PAOLA-1 subanalysis,2 is predominantly Caucasian,
we report a lower percentage of patients with the BRCA1
mutation in the DNA-BD,1 suggesting that further research is
necessary before drawing definitive conclusions.

Nevertheless, we believe that the most relevant finding
of our research is that patients with missense mutations,
particularly those with the p.(Ala1708Glu) mutation,
showed the most significant advantages from maintenance
therapy with PARPi and did not experience a recurrence.
This indicates the potential for interindividual variability in
PARPi response among BRCA mutation carriers, which could
be explained by the combination of the location and type of
BRCA mutations. It supports the idea that the same kind of
mutation may have different effects depending on its spe-
cific site, and vice versa.1-4

Therefore, we strongly agree with Prof. Arif Hakan Önder
and Dr Mehmet Mutlu Çatlı regarding the importance of
integrating information about both the mutation domain
and type. These data should be made available for each
patient in future clinical trials, as well as real-world studies.
It should be deeply investigated to be used eventually to
tailor treatment approaches more effectively.
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